IC 50 determinations against JMJD2E for selected compounds Homogeneous time-resolved fluorescence (HTRF)-based PHD2 inhibition assays
Compounds were tested for inhibition of the human 2OG oxygenase PHD2 (final concentration 20 nM) with the compounds at a final concentration of 400 µM. The assay was carried out essentially as described. 2 Inhibition of PHD2 activity was analyzed by determining the binding of biotinylated HIF-1α 556-574 (hypoxia-inducible factor 1α) peptides to the VCB (von Hippel Lindau protein, Elongin C and B) complex. The ternary VCB complex was produced as described, 3 purified by successive GST (glutathione-S-transferase) and gel filtration chromatography, thrombin cleavage, and further GST and gel filtration Elemental analyses were performed at London Metropolitan University, London, U.K. All compounds used in inhibition assays were prepared as described in the example procedures in the main text or in the following Supporting Information and were analytically pure as determined by CHN microanalysis or analytical HPLC (>95% pure). 3, 52.7, 55.5, 114.6, 122.5, 125.9, 127.6, 135.0, 138.2, 142.5, 156.5, 166.9 2, 116.7, 125.7, 127.7, 128.8, 138.30 and 138.32, 142.18 and 142.34, 148.4, 165.8 and 166.6 ; m/z (ESI+) 354.0694 (M + Na + . C 15 H 13 N 3 NaO 6 requires 354.0697).
Detailed synthetic procedures

Dimethyl 3-(4-(methoxycarbonyl)phenylamino)pyridine-2,4-dicarboxylate 21
A stirred suspension of 3-bromopyridine 14 (250 mg, 0. 9, 52.5, 52.9, 117.3, 124.4, 127.6, 127.8, 131.2, 137.1, 139.5, 140.7, 146.4, 166.1, 166.4 and 166.8 ; m/z (ESI+) 367.0902
. C 17 H 16 N 2 NaO 6 requires 367.0901).
Dimethyl 3-(2,4-difluorophenylamino)pyridine-2,4-dicarboxylate 22
A stirred suspension of 3-bromopyridine 14 (250 mg, 0.91 mmol, 1 eq.), 2,4-difluoroaniline (1 H, s, NH); δ C (125 MHz; CDCl 3 ) 52. 5, 52.9, 104.9, 111.1, 122.5, 126.2, 126.3, 127.5, 135.7, 139.4, 141.6, 155.7, 159.1, 166 .4 and 167.1; m/z (ESI+) 345.0652 (M + Na + .
C 15 H 12 F 2 N 2 NaO 4 requires 345.0657).
Dimethyl 3-(2-(methylthio)phenylamino)pyridine-2,4-dicarboxylate 23
A stirred suspension of 3-bromopyridine 14 (250 mg, 0.91 mmol, 1 eq.), 2-methylthioaniline (229 μL, 1.82 mmol, 2 eq.), Cs 2 CO 3 (416 mg, 1.28 mmol, 1.4 eq.), Pd 2 (dba) 3 (16 mg, 18 μmol, 2 mol%) and 4,5-bis(diphenylphosphino)-9,9-dimethylxanthene (32 mg, 55 μmol, 2, 52.4, 52.8, 114.4, 117.0, 120.7, 127.2, 129.4, 131.6, 133.4, 138.1, 139.6, 141.1, 144.7, 165.9, 166.0 52. 2, 52.7, 55.7, 111.3, 118.0, 120.5, 124.2, 126.6, 127.4, 130.9, 135.9, 138.7, 141.3, (1 H, d, J 4.5 Hz, pyH) and 9.37 (1 H, s, NH); δ C (100 MHz, CDCl 3 ) 18.0, 52. 1, 52.7, 118.9, 124.5, 126.1, 126.6, 127.5, 131.0, 131.3, 135.2, 138.4, 140.5, 142.4, 166.8 
Dimethyl 3-(4-methoxybenzylamino)pyridine-2,4-dicarboxylate 31
A stirred suspension of 3-bromopyridine 14 (500 mg, 1.82 mmol, 1 eq.), 4- 
3-Bromopyridine-2,4-dicarboxylic acid 33
A solution of dimethyl ester 14 (100 mg, 0.36 mmol, 1 eq.) in MeOH (3 cm 3 ) was treated with a solution of NaOH (88 mg 112. 3, 123.9, 143.7, 148.5, 153.9, 166.1 and 166.8; 
3-(4-Nitrophenylamino)pyridine-2,4-dicarboxylic acid 39
A solution of dimethyl ester 20 (60 mg, 0.181 mmol, 1 eq.) in MeOH (1 cm 3 ) was treated with aq. NaOH (20% w/v, 1 cm 3 ) and stirred overnight at room temperature. The reaction mixture was concentrated in vacuo, the residue dissolved in the minimum required amount of water and acidified with conc. HCl. The precipitated product was filtered off and dried under high vacuum to afford 39 (30 mg, 55%) as a yellow solid; mp >160 ºC (decomp.); ν max (KBr disk)/cm -1 3159, 2991, 1722, 1658, 1596, 1527, 1502, 1469, 1340, 1288 0, 125.7, 125.9, 132.5, 136.7, 138.7, 145.9, 148.1, 152 
3-(2,4-Difluorophenylamino)pyridine-2,4-dicarboxylic acid 41
A solution of dimethyl ester 22 (60 mg, 0.186 mmol) in MeOH (1 cm 3 ) was treated with aq.
NaOH (20% w/v, 1 cm 3 ) and stirred overnight at room temperature. The reaction mixture was concentrated in vacuo, the residue dissolved in the minimum required amount of water and acidified with conc. HCl. The precipitated product was filtered off and dried under high vacuum to afford 41 (40 mg, 73%) as an orange solid (Found: C, 52.97; H, 2.66; N, 9.43. 
3-(2-(Methylthio)phenylamino)pyridine-2,4-dicarboxylic acid 42
A solution of dimethyl ester 23 (229 mg, 0.688 mmol, 1 eq.) in MeOH (4 cm 3 ) was treated with aq. NaOH (20% w/v, 1 cm 3 ) and stirred for 1 h at room temperature. 116.8, 124.1, 127.2, 127.9, 129.1, 129.4, 129.8, 139.2, 140.0, 140.3, 142.0, 168.0 and 168.4 .
3-(2-Carboxyphenylamino)pyridine-2,4-dicarboxylic acid 43
A solution of dimethyl ester 24 (101 mg, 0.293 mmol) in MeOH (4 cm 3 ) was treated with aq.
NaOH (20% w/v, 1 cm 3 ) and stirred for 1 h at room temperature. 8, 116.4, 120.3, 127.1, 132.4, 134.0, 134.4, 136.0, 143.5, 144.8, 146.8, 167.3, 167.7 and 169.7 . 4, 120.6, 126.0, 126.7, 132.8, 135.1, 135.5, 136.7, 140.2, 143.3, 143.7, 166.4 and 166.9 .
3-(2-Nitrophenylamino)pyridine-2,4-dicarboxylic acid 44
3-(2-Methoxyphenylamino)pyridine-2,4-dicarboxylic acid 45
A solution of dimethyl ester 26 (169 mg, 0.534 mmol) in MeOH (4 cm 3 ) was treated with aq.
NaOH (20% w/v, 1 cm 3 ) and stirred for 1 h at room temperature. 7, 117.8, 123.4, 126.3, 127.0, 127.7, 129.6, 130.6, 137.5, 138.4, 140.7, 141.0, 167.3 and 167. 15.8, 119.3, 123.4, 124.4, 127.0, 128.5, 128.6, 138.8, 139.7, 153.1, 155.0, 167.1 and 167.6 
